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n?2 

v^e the x"2oA iiiuacion. IK- lTct|iienuy of each cnutalinn was «ir>Hw 
ui iU henhhy N\wlh- Africa -;cwidi voh»nt Yrw greup of L-amcr> 
am^np the Nodh* African i« oi 22} ^ Ir&qi JcwjO, 1 7 ed" 23 l relapsing 
fcnmlint MS paiicrrts had » uliertcr lime 1i» Tvjurh KtXSS 3 «md KI>S5 
6 [tnrt> ciyn-oajmr* Median time?; in ihc combmed ^Ot*js «f carrier > 
were 1 year to ccftvK l£t>SS 3 and o" vcats to rvoxh J 6. In iht 
noti-CArrtrr* ilK median f-.DSS time* were I ft y«sui> io rcacft CUSS 1 
iji-OOOrn) and 2 J y«r> to reach IvDSS ft (p <i.(HM?>. While <hc 
j c suit* coiifirn tiiat MKI'V mulAlton.s do ool confer .\j]*Li*ptibitrlv I* 1 
■fovefop MS, tiie> indicate art an^ocialron h*iuvir« .V1l-.l*v niut\t««iu 
and an iruTva.^d ft.sk iot rapid d^vclopm?!* ol disahiliii m S canard i 
.leus. 

PKOTKCTIVK EFFECTS OK Tii)2tA«i,M,NST MU>KO.NAl. 

DAMACR AVn SPATIAL MEMORY l»K MITTS INDUCE!) IN 

RATS BY INT K A t TlREBRO \tNTR if Tl ' L Att I N JW.TIOX O V 

STkEKTOZOTOOTN 

StiohtmS. 1 , t5ej ar < : • <«d VYc Jiuaoek \4 .- 

T V332ft. ( N -propargv UORVaniOinnidan - 5 -yl -nhy I .methyl wtrfewiTialO 
was synth«4/<od to combine the neuroprotective pgopk:Hies of 
c*ju*gdipc, with those of the choline <4er*.^ inhihilor. nv^stigniin*: 
tntraccrehrim-nlrkidar {lcv\ injection of aruplozotocin fST£) reduce* 
bRua'wc ulilitAlii™ lit ihe. cortex and ChAT in (he hippocampus Ai:d has 
hccn suggested as a model Tor Al/h* met '» dw«*e (ADY The prevent 
—study L'vtilupted the effect of TV3326 on mprpholturii-al axui 
spatial memory dcfKil* indued by icv-S I'Z. Male rats, age J 3 rimnih^ 
wer« given unilMia^] icv inject ions of ST/. I 3 rtig or 1 bilAtcral 
injections ot"D.2*mg NT/ Control t*lx received Jrtii icial cerebrospinal 
fluid After -weeks, rals w«nr. ane$lhcti7*d Aiid hrfiint fixed by 
IranKC&rd'tat pcrfuwoit ^ith p3TAlorma£dcli>-dc. N'euTTxiepuiention w<as 
>a«<^?«rd rn* xilvcr iniprcgjwtiorv. and gliosis by iimhonohislrtthoioitial 
dc lection of civiiplcmenl ?cc«pt«q- 3. ST7. produced ylyjnkagt? and 
axonal dtfgem.Td[ion in the JUiWri™ luppooaniptis and adjiccnr fumi.V. 
and miv'ir^iojj> in the £>c*t ventricular cwpus cjSlosLiin ^nd lamix. 
ST/. i»du>k.^d a iijiifunii «inufitAtu*n (.;(' rnn^iniliAl tlhcrs in ih.- 
pcciv<-ct1sicttl;»r i:»M-liu whiirtn^ in vswUdK oricnt^Lion ^;u-k-«t iji 
jndiviJudl niu'roghA U\Ia<cr:jt inicj\hin r:J" ST/, iwifeil a cti^tlcJ 
inipa iff wth ip *p:»tj*l niv"i'w>* Ricuurod 3 v\ccks adtcr th^ IaM i»icci<>*. 
1 VTOo'T^unrtliM^g) g,ivi.-rt hy gd.<(«c s& v W- «scc daily for ^*vk>. 
ai thcUm? ^ SfV. Admirasamlwri. r^duc^d (Lirnapc in Uiw iJ««iw»l fnTJiiv 
ami iiorinaliv.t^d (iii^Ual»ai^ of muroisLial fthcr^. and ilmcsL {.onipictdv 
prcvcnlod 1h«- memory- deficits seen aIKt the bibk'r;il injedien K>f N'J / 
Ctivcii the evidence fi>f involvirmciiC "f reactive nucro^Ha in humun 
^\JXTV.^32o coold prr>WJe ^oine neuTvproLecTr-*n for AL> pnhcnl^ 

r«ANS(:KNH AO.TS'Lt lJOJJM^TERASK OVKR- 
KXPHHSSIO.N fS< UKASKS WKirillT r.OK.S RKSVO^SK TO 
hlKTARV RESTRICTION 

SKohatn S Kovfl|i*v K. : . Marcus K.J . Slcrnfcld M \ \ : . M -mri 

Sor^q 11 

'fhitftujr &tfi*U!»fsr* <* n ^ Sfi Ki-'t ^ I'M. f ! fj*}. s.t *.;*h '.'n:\writy f 7.*>»pir/j'. 
}<sruxnir.*R VJl^G, fxrurl: 'fji<iit*Ct<: *i C 'Mtllnniry. th'J.w.w .'/rtivt: 

Allh^u^h hi'T^U' nnnr^x'ii 'llTvo^a f \\^ t>pK*Ultv ht|^i\> "^lth 
f>.-*4rrClu^i fcvnl ICltA*. OltVU puupli: iA'Kh Cn^4^5 in \»umllliy il;*:l 

rvstnehon do i>*x cleveJuii W Suill- Ihcrt i*. irvidcnvc a 

l^nclij oojT.rihuunti u> huniAn AN. \w searched for hrHm-c\pro!t-, l :<i 
rc^uJafv^rv penes Oi-it could poicnliaHy ^('nLrol ihc 4<i dicr 

ru*(nc<A*n (OR). Trnnsgcnic »n-*rvxpcc«ioii uf h-Jitun ivaapin: 
d.<hC!y!i.hohHe«ora!ic i\U"hf--S) whn ^^tocialed vi^mluun: 
nicrcjiacev m fric:>« h<MJy s^tiirhi of FV'fi'V nnc«. su^-c^ing tin 
;ilU*?atJon in hod\ wei,?,hl fc^iila^ou Ti> lert ihiv hypwttht*M&. c'OHiioi 
l- Vfi N iran-^jemc jVrnrtlc nn;t, *flcr TVA\hiti|C :i umii^rm Ni>diiK- 
K«l\ %vci^vl :it o.7 ucvk.t o1*4i!V. \\ ;tv a <>i^ncd (o ji^uim :'Af .•. <*j 
OR <X of \J Ibvd iriUktf ic<]H'^li v cl>. J*-r <' <*v\i>-. 

AC'hK-S t/Anjt^Ciltv' rnicc ;<■*' uvi^lti ^gcii/lejiuMy m-.vc rapi.lh ?h:»n 
KMVK onnlrnl.* llii* \vji.s ;i,t\<K ialiul ^vi(H uinVrenjc^ in *onn* 
physKtloiju^l rt-snons,^. (.^ Ok D-.vc rc*:irioicd oomml V*ViV\* .-tn^ 



lnv%*rod Ihi-ii oiHiv »jnircru'.m L -. consrxmc <iwn> llumitJi rcduceii 
hoal produ^iitvi unli^^' dtci rt-5lri»it*.d If .in -peni c dnimn^ which iuifcr 
unpMicd vi^nlr.il hniK tonip«*1"»»: due in c<oe^> 

^tf\khiHiru^itf*w Murt^cf. UdJWB^rJc mi^c increase J S(k.«muoi«v 
n^vil ? ni revpenw U» HR cioj,' lh*n did f ; VH."K mic«: Htc^c Imdinp. 
iv>p.slrrulc (h- lir^i rtrpwrt tha) in hen led excess «f ^i^vi-iioiincsliTnsc 
v^r- alTior Ijfdy uc^i and t^mpcrAliirv- fcjjulalion in rc*pv«*c r> lood 
KMiwlion. AChF.-S uaw^cnu n^cc m*\ thus uilnlrtt<wtl.• an irnpomiM 
model 1 v undL*r standing, ih; hiluvmraS phy«<^^P.y a.t^ia'cil >*ilh 
<Vr\:tlinn a*< in lumiAii 

I V ROS1.M>: MTMI I K*N Al, M I'l'I.KMKNTA l lON: BFKKC T>* 
f)N FIKHAVIOH IV I1IKT RKSlRlfTI'.n FEMAlJ*: CS7»|. 
All IT. 

Shiih>i« S_/. Kov^U'i 1-.' Miimis I. L 1 . •'SvrnhJU'i Y." andlk-rrv I:' NT ' 
J ,*<i> , '*r/* / ley >r . tfr/z<*H Vrvvv/e/i'. • Vtj w/ri'rtr V 1 / rrcft.7 '7 ( utaatt 
Xiiln fun? ut\J A f *!/J>.: j'j .*/ r-Vyu f f^fc ' 'rt I uc- r • /ji y ''^». > r idif'Ji 

"llw^c i \ .evidence lor rcriuuirrf nnrcpincphimc fN^) mct»ky^l>sni in 
f.u^wi .iiKVjxta ncrvo\;i (AX) J.*t a> tn rodeni diul rertJictt^n 

<l)Rl Sm^e Nl. m«dijln*«-^ oopnrtivc and cmuti«itw9l hchavior. 
i:\iimincd effect-s of ihe amino «Hd f. -tyroitijje fTYR), from %*hU'h Kb. 
\k •.-ynlh-CAiAed. Ad hbitum CAl ) fo«d intake was assewd in furnalc 
C.<7|« mitt:. 6-7 ^c$fc< <»f age N«xl lor roroe mi<». the dirt way 
i^achwJy reduced io 7(^ 0 and 1o 50" * of duty At. i/ilakc^ vhilc voniml 
mttv ^ftil;mii:ri with Al. iVtfdlng. 'I'htrt DH imce re«ivcd * 

xv*!H3»l-Hl* ^jminu acid dik-t fAAO tr»niro^) wkwrcos the ^h«r DH n:ic^ 
rcwived »tld(ir;W TY!( Tlit euhnjKcd d«1v TYR irttakL' wan JK nv 
ior AS. Eonlioh. i3rty fiv 1>K7U*«*. lor flR^OViiid ^7m(! lor 

f YH Mip|>ti;rnc»iied OF. mij* Min; n*<trr U sti-.d m 1ho elevaied pluv 
n>:i/:i'. in wJneli two oppo^nc an^m nrc pajTLs*llv enclosed by vertical 
w^lj.- u1ii.*fei\(hcolhcrlWD arms art i»p«ti. DR ntbrca^isd um« ^ent in 
the i^pcn 4rm\ mlhfflit AjTitvlh*^ activity TYR ituppleiwrtUliwi 

m^Teasvd motor nct^ jly tn iht mcic&cil arm> and Tcductfd tiow ^penL 
ui th j open jttp* **> AJ . contiol levtcli*. This I-aller i'TTcci, v»mbi r*.-d 
tUir curlier rinding. suRgeM* IhiU %A.1n"lv PR reduces fin Houtuxd 
hvhjiviv>ijl mhihiiion, TYR norma Ivc* btlwvj W ^1 nthibrti^ w<thoul a 
oh;ir*£v in H»»<|y wcir.hi S^c-i: TYR is" a tu«rmal Lonrtnuvrtl t^f dici. vs.-ilh 
.iLlj.i\<.nvni ol' J ^ \i intake. nui> lci"1 to iTv^tiTicni of " rht roitmrrv.- 
.in<i i-nv^K>^;it <>spi;.iK »:f l<inj:.iLTni vtttr v »i I <on in hitman AS. 

i:m,l T OF HrK I AVf> HKXARKI.IN ON m^AMINK 
INHI'f KOTOXK JH 1^ NKTROm.AMOVlA AM) UI.IOMA. 
KVII>F.NC'K KOK 1*53 MMHATJON 

ShliMl'R. I'.Uivd 5 . r>i>cn [> . Mo!»med And Wei /man A 

i.-vj.v-r _i stf JL-atit^tftzi /' 't .:h,:itrv rtc.stmhtetit M*'<4ic<i} :lc.<C(*rrt? 

f 'ft'i.'r fjy.v ' .'#iivrr\.vi' f<^/. k ir, I Vj«fi,*«j, t\'l\t'*\ 't't;f\Ui 4***fXK *^'i/ifi 

ln*uh». like j^tmil^lALi^w* 1 (ICpK- If. p^x^^Vi.). ^ nwktd ncuitA/ophiv 
j.kvit>. Kcuir^'lin. a cm li • h ivwn c *Kf ztx^vvlmt pi-piiiJL: wa^ 
liuiri^l.i >: i mill :il c -«*• J* vH i^rt . <4rlJ W J.liV'atC <.cita»r iwuniH^ in 

h-r-iin. U'V <lutl^i'H I'tvc rlfi-il nfKir-l uml )lc*urL-l:li mi dufMunru- 
■'JX\| induced n:XfC:ly in ijujj^iri nvuiohJj«.N|niii4 <SIK-N.SFh, j*j mi 
dii»mu it'f.V Jind ;r. {friiniirs l:i;uii ^uflliic fnUnd. iM ful jovbdbi 

,'iillurc. tliM K ; J-! MK- 1 ^ mipivcwvil v-vll d^uh indued 1a h\ 

C r ! 1niM> alter 2. Jin J 4 da\s <*f monhatton ip U.05). in ntrvl obi J:-'-; inn 

•ind ir. glirtnu i cIIj;. !3A induced # d*w dvpvndent injttcitv uhiL-K wa.jt 
;wjLi^oiu/*:d feniy ncurohlAvinam) hy Kit-- 1 *0.5 n^'ml j Ik'tarcliu 
0D :tNh -imiuluu-d >^i)«J coil viahrliiv 1 1 20- lfi6^..> m hcih 
t-oM -firsc*-. hx'Wivcr ihc pcplid« did not j^rolcci cclH of Ihc Uvo i:u|iun^ 
rn^ni iJv.;lh imluivJ bv cxp^iMiro »«> si:rvmi dcficisAvy ^nd m \)\. 
M-./ic.i\o- K-V-! p-vtu-sllv i>iLiRoni/i.*d the L>-\-indut.cd *popUs'v 
•'^'nJeiwcd ll^wryi;>metr\ in 11k* nmcohl^jMnTna •rcl'v l^inc \vc^Jc»« 

h. -4Ti1 :iri)iiy«i«. \*t tniirtil iti nctir irl«p;L\(<<rnn »m1 Ifl j;li;iniJi 1h.*l OA 

.ind 2*Uii^> d<!crrd*:cd markedly lh<: c Kpt on nl r'*> muunl 
priii-ju-.. iiui ibj." cifdt •>•«!}> rjvvr'ictl m nLMrobla».ti»m;t h> K*J - 1 
(./-juj^iv'.'n?. K*.l-1 (irnlixK Tw:iriMi> liul run riial lvII* »»iri%; tl * 

i. :\:-.-:r\ lltvwow ^t>«iulMo> ^uivii'^l if h^th c;li-l;ni'\ bin Joes n-«i 
p/i'U'jl cjIK a/.aiuNl DA t">ci*iiy. J^A '.oxkity i* 4Htoin|vi>;ii'* l;;. :i 
>.>:nili..HU d*--.roj»c in ih.' cNprcxsi^ri <t'~ rtutanl protein. 4n tprcci 
.ii:Ujr<»it:*irJ 5a KiK-S •<! iuun»r>s. Wt- surest Uul KrJ -) i* or 
^Mp'^n.ijn oeuii^rorcclivo ii^eut ajtAinO DA nciuo1o\u*ily. or«d n:^ 
f';iv :it**I * in l*:ukitv»».*n'» \(iw^n-.: 



BEST AVAILABLE COPY 



